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DETAILED ACTION 
Status of the Application 

Receipt of the Response after Non-Final Office Action, Applicant's Arguments/Remarks 
and the Information Disclosure Statement (IDS), all filed 02/08/08 is acknowledged. 

Applicant has overcome the following objection(s) and/or rejection(s) by virtue of the 
amendment to the claims: (1) The claim objection for claim 4 has been withdrawn ; (2) The 
rejection of claim 38 under 35 U.S.C. §112, second paragraph has been withdrawn ; and (3) The 
35 U.S.C. § 103(a) rejection over the Olsson (USPN 5,952,005) reference has been withdrawn . 

Claims 1-10, 15-24, 37-39, 45 and 46 are pending in this action. Claims 1, 4 and 38 have 
been amended herein. New claims 45 and 46 have been added. Claims 11-14, 25-36 and 40-44 
have been cancelled (non-elected claims). Claims 1-10, 15-24, 37-39, 45 and 46 remain rejected. 



Claim Rejections - 35 USC §103 

The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Claims 1-10, 15-24, 37-39, 45 and 46 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Palermo (WO 99/32120). 
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Palermo (WO '120) teaches an oral dosage form of an opioid analgesic, comprising an 
analgesically effective amount of an opioid agonist together with an opioid antagonist, the 
amount of opioid antagonist including being sufficient to counteract opioid effects if extracted 
together with the opioid agonist (see p. 6, lines 1-18). The oral dosage forms of the invention are 
sustained release formulations (p. 8, lines 1-9). 

In preferred embodiments, the opioid agonist is hydrocodone, hydromorphone, 
oxycodone, morphine or pharmaceutically acceptable salts thereof (p. 7, lines 5-6); (p. 13, lines 
14-27). Palermo teaches that the dosage forms of the invention may be liquids, tablets, 
multiparticulates, dispersible powders or granules, hard or soft capsules, lozenges, aqueous or 
oily suspensions, emulsions, syrups, elixirs, microparticles , buccal tablets, etc. (p. 7, lines 27- 
31); (p. 8, line 29 - p. 9, line 1). In certain preferred embodiments, the oral dosage forms are 
sustained release formulations. This may be accomplished via the incorporation of a sustained 
release carrier into a matrix containing the opioid agonist and opioid antagonist; or via a 
sustained release coating of a matrix containing the opioid agonist and opioid antagonist, where 
the sustained release coating contains at least a portion of the sustained release carrier included 
in the dosage form (p. 8, lines 1-9); (p. 20, lines 16-21). 

Palermo teaches that the dosage forms may be coated with one or more materials suitable 
for the regulation of release or the protection of the formulation. The coatings are provided to 
permit either pH-dependent or pH-independent release. A pH-dependent coating serves to 
release the opioid in desired areas of the gastrointestinal tract, such that an absorption profile is 
provided which is capable of providing at least about eight hours and preferably about twelve 
hours to up to about twenty-four hours of analgesia to a patient (p.21, lines 18-29). 
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Suitable pH-dependent coatings taught include shellac, methacrylic acid ester 
copolymers, zein and the like (p.22, lines 2-5). 

In preferred embodiments, the substrate (e.g., tablet core bead, matrix particle) containing 
the opioid analgesic is coated with a hydrophobic material selected from (i) an alkylcellulose; (ii) 
an acrylic polymer or (iii) mixtures thereof (p. 22, lines 6-14). 

Suitable and preferred alkylcellulose polymers taught include ethylcellulose (p. 22, lines 
19-25). Acrylic polymers are also disclosed and include acrylic acid and methacrylic acid 
copolymers, methyl methacrylate copolymers, ethoxyethyl methacrylates, cyanoethyl 
methacrylate, poly(acrylic acid), poly(methacrylic acid) and the like. In order to obtain a 
desirable dissolution profile, it may be necessary to incorporate two or more ammonio 
methacrylate copolymers having differing physical properties (p. 23, line 10 - p. 24, line 22); (p. 
29, lines 7-18). 

Plasticizers are also included in the composition. Suitable plasticizers taught include 
triethyl citrate, tributyl citrate, dibutyl phthalate, polyethylene glycols, propylene glycol, diethyl 
phthalate, castor oil and triacetin (p. 24, line 24 - p. 25, line 20). 

A process for preparing coated beads is disclosed at p. 25, line 21 - p. 28, line 8, wherein 
it is stated that the controlled release profile of the formulations can be altered, for example, by 
varying the amount of overcoating with the hydrophobic material, altering the manner in which 
the plasticizer is added to the hydrophobic material, by varying the amount of plasticizer relative 
to the hydrophobic material, etc. The dissolution profile of the ultimate product may also be 
modified, for example, by increasing or decreasing the thickness of the retardant coating (p. 26, 
lines 2-4). Matrix bead formulations are disclosed at page 28. Hydrophilic and/or hydrophobic 
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materials, such as gums, cellulose ethers, acrylic resins, protein derived materials and any 
pharmaceutically acceptable hydrophobic material or hydrophilic material, which is capable of 
imparting, controlled release of the active agent and which melts (or softens to the extent 
necessary to be extruded) may be used in this invention (p. 28, lines 19-30). 

Hydrophobic materials disclosed include alkylcelluloses, acrylic and methacrylic acid 
polymers and copolymers, shellac, zein, hydrogenated castor oil, hydrogenated vegetable oil or 
mixtures thereof (p. 29, lines 7-9). The hydrophobic material can also be selected from materials 
such as hydroxyalkylcelluloses, such as hydroxypropylmethyl cellulose (p. 29, lines 9-18). In 
one embodiment, the ratio of the at least one hydroxyalkylcellulose or acrylic resin to the at least 
one aliphatic alcohol/polyalkylene glycol determines to a considerable extent, the release rate of 
the opioid from the formulation (p. 29, Hne30 - p. 30, line 3). 

It is noted that Palermo does not explicitly teach the instant dissolution profiles as 
claimed by Applicant. However, it is the position of the Examiner that suitable release rates or 
dissolution profiles can be determined by one of ordinary skill in the art through routine or 
manipulative experimentation to obtain optimal results as these are variable parameters 
attainable within the art. No unexpected or superior results have been demonstrated, which 
accrue from the instant dissolution profiles. The Palermo reference explicitly recognizes and 
teaches oral dosage forms comprising opioid analgesics whereby the dosage forms are effective 
for the substantial reduction of pain for a twenty-four hour duration period. 

Regarding new claims 45 & 46, Palermo teaches that suitable coating materials taught 
include, for example, hydroxypropylcellulose as well as combinations of hydrophobic materials 
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(page 30, lines 8-17). The reference additionally teaches excipients, such as wetting agents and 
emulsifiers (p. 7, lines 16-26) and thus would include sodium lauryl sulphate. 

Thus, given the teachings of Palermo discussed above, the instant invention, when taken 
as a whole, would have been prima facie obvious to one of ordinary skill in the art at the time the 
invention was made. 



Claims 1, 4-10, 15-24, 37-39, 45 and 46 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Miller et al. (U.S. Pat. No. 6,326,027). 

Miller et al. ('027) teach a controlled release preparation for oral administration that 
contains the opioid analgesic - tramadol, or a pharmaceutical^ acceptable salt thereof, as active 
ingredient (see Abstract); (col. 1, lines 1-22). The oral controlled release tramadol preparation is 
suitable for at least twelve-hourly (e.g., up to twenty-four hourly) administration for the 
treatment of pain (col. 1, lines 23-25); (col. 7, lines 54-67). 

To allow for controlled release tramadol over at least a twelve hour period following oral 
administration, the in vitro release rate corresponds to the percent rate of tramadol release, as 
shown, for instance, in Table 1 (col. 1, lines 40-55). Table 1 demonstrates the following release: 



Time (H) 
1 



% Released 
0-50 
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2 



0-75 



4 



3-95 



8 



10-100 



12 



20-100 



16 



30-100 



24 



50-100 



36 



>80 



Other preferred tramadol preparations demonstrating in vitro release rates are exemplified 
in Tables 2-4, shown on columns 1-2. 

The controlled release preparation may be presented in the form of granules, spheroids, 
pellets, multiparticulates, capsules, tablets, sachets, controlled release suspensions and the like 
(col. 3, lines 32-37). 

The active ingredient may be suitably incorporated in a matrix, preferably a controlled 
release matrix (col. 3, lines 38-46). 

Suitable materials for inclusion in a controlled release matrix include hydrophilic or 
hydrophobic polymers, such as gums, cellulose ethers, acrylic resins and protein derived 
materials. Of these polymers, the cellulose ethers, especially alkylcelluloses are preferred (col. 
3, line 47 - col. 4, line 13). Additional hydrophobic materials taught include hydrogenated 
vegetable oil, hydrogenated castor oil and waxes (col. 5, lines 49-58). Release modifying agents 
taught include polyethylene glycol (col. 5, lines 59-62). 
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Other pharmaceutically acceptable ingredients taught that may contribute to controlled 
release properties include hydroxyalkylcelluloses such as hydroxypropylmethyl cellulose or 
water insoluble polymers, such as acrylic polymers or copolymers, for example, ethylcellulose 
(col. 4, lines 36-44); (col. 7, lines 33-37). Water-soluble polymers such as polyvinylpyrrolidone 
are also disclosed (col. 4, lines 45-55). 

The controlled release matrix can also contain surfactants, glidants, e.g., dibutyl sebacate 
(plasticizer) (col. 4, lines 13-19). 

The Examples at columns 8-13 demonstrate various tramadol tablets and preparations of 
the invention. 

While Miller et ah do not explicitly teach the instant dissolution profiles as claimed by 
Applicant, it is the position of the Examiner that suitable release rates or dissolution profiles can 
be determined by one of ordinary skill in the art through routine or manipulative experimentation 
to obtain optimal results as these are variable parameters attainable within the art. No 
unexpected or superior results have been demonstrated, which accrue from the instant dissolution 
profiles. The Miller et ah patent explicitly teaches controlled release dosage forms comprising 
an opioid analgesic, which provide analgesia effects for the treatment of pain for a twenty-four 
hour period or greater. The preparations taught by Miller et ah provide for very low release rates 
of active ingredient, e.g., corresponding to release over a period of greater than 24 hours, such as 
more than 36 hours. 

Regarding new claims 45 & 46, Miller teaches the use of hydroxypropylcellulose as well 
as surfactants such as sodium lauryl sulfate. See column 4, lines 39-44 and col. 7, lines 39-43. 
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Thus, given the teachings of Miller et al. discussed above, the instant invention, when 
taken as a whole, would have been prima facie obvious to one of ordinary skill in the art at the 
time the invention was made. 

***** 
Response to Arguments 

Applicant's arguments filed 02/08/08 have been fully considered and were found partially 
persuasive. 

■ Claim Objection: 

Applicant argued, "Claim 4 has been amended to the oral dosage form of any one of 
claims 1-3". 

This argument was persuasive by virtue of the amendment to claim 4. Accordingly, the 
claim objection for claim 4 has been withdrawn. 

■ Rejection under 35 U.S.C. §112, second paragraph: 

Applicant argued, "Claim 38 stand rejected as being indefinite because the limitations in 
sections (a) and (b) were identical. Claim 38 has been amended to correct this typographical 
error." 

This argument was persuasive by virtue of the amendment to claim 38. Accordingly, the 
rejection of claim 38 under 35 U.S.C. §1 12, second paragraph has been withdrawn. 
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■ Rejection under 35 U.S.C. §103(a) over Palermo (WO 99/32120): 

Applicant argued, "The Examiner has not clearly articulated why the skilled artisan, 
having Palermo's allegedly successful disclosure in hand (and not the instant application), would 
have been drawn to the instantly claimed dissolution profiles." 

Applicant's arguments have been considered, but were not found persuasive. While 
Palermo does not teach Applicant's claimed dissolution profile, the reference nonetheless 
recognizes and teaches that their dosage forms may be coated with one or more materials 
suitable for the regulation of release or for protecting the formulation. The coatings provided by 
Palermo permit either pH-dependent or pH-indcpcndcnt release. Palermo teaches that the 
dissolution profile of the ultimate product may also be modified, for example, by increasing or 
decreasing the thickness of the retardant coating (p. 26, lines 2-4). With regards to new claims 
45 & 46, Palermo teaches that suitable coating materials taught include, for example, 
hydroxypropylcellulose as well as combinations of hydrophobic materials (page 30, lines 8-17). 
The reference additionally teaches excipients, such as wetting agents and emulsifiers (p. 7, lines 
16-26). The reference further teaches that the formulation is capable of providing at least about 
eight hours and preferably about twelve hours to up to about twenty-four hours of analgesia to a 
patient (p.21, lines 18-29). Thus, while the reference does not teach the exact release rate 
claimed, the Palermo publication is clearly suggestive of attaining a therapeutic, analgesic effect 
for up to twenty-four hours and specifically teaches sustained release formulations. Hence, no 
superior results are seen in Applicant's claimed dissolution rate, as the art vividly teaches the 
same duration of therapeutic effect as that desired by Applicant and further teaches the use of 
sustained release coating materials for controlled delivery of active agent. 
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■ Rejection under 35 U.S.C. §103(a) over Miller (USPN 6,326,027): 

Applicant argued, "The Examiner has not clearly articulated why the skilled artisan, 
having Miller's allegedly successful disclosure in hand (and not the instant application), would 
have been drawn to the instantly claimed dissolution profiles." 

Applicant's arguments have been considered, but were not found persuasive. The Miller 
patent explicitly teaches controlled release dosage forms comprising an opioid analgesic, which 
provide analgesia effects for the treatment of pain for a twenty-four hour period or greater, as is 
also desired by the instant invention. The preparations taught by Miller provide for very low 
release rates of active ingredient. Based on Table 1 disclosed by Miller, reproduced below, 
Miller would be fully capable of meeting the instant dissolution profile claimed by Applicant, 
which is "less than about 10% within about 6 hours and at least about 60% within about 24 
hours..." (Claim 1). As is seen from the Table, Miller teaches that at 8 hours about 10-100% is 
released. Thus, based on this table, it would be likely that less than 10% would be released 
within a 6-hour time period. At 24 hours, Miller teaches that 50-100% is released, which would 
also meet and fall within Applicant's limitation of "at least about 60% release within about 24 
hours...". Thus, while the art does not explicitly teach Applicant's claimed range, the art clearly 
suggests release rates that fall within and overlap with the release range claimed by Applicant 
and thus meets Applicant's instant rates of release. Regarding new claims 45 & 46, Miller 
teaches the use of hydroxypropylcellulose as well as surfactants such as sodium lauryl sulfate. 
See column 4, lines 39-44 and col. 7, lines 39-43. 
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Table 1 of Miller : 



Time (H) 


% Released 


1 


0-50 


2 


0-75 


4 


3-95 


8 


10-100 


12 


20-100 


16 


30-100 


24 


50-100 


36 


>80 



■ Rejection under 35 U.S.C. 5103(a) over Olsson (USPN 5,952,005): 

Applicant argued, "The Examiner has not clearly articulated why the skilled artisan, 
having Olsson's allegedly successful disclosure in hand (and not the instant application), would 
have been drawn to the instantly claimed dissolution profiles." 

Applicant's arguments have been considered and were found persuasive. Accordingly, 
the 35 U.S.C. § 103(a) rejection over the Olsson ('005) reference has been withdrawn . 
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Conclusion 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

—No claims are allowed at this time. 

Correspondence 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Humera N. Sheikh whose telephone number is (571) 272-0604. 
The examiner can normally be reached on Monday, Tuesday, Thursday and Friday during 
regular business hours. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Hartley, can be reached on (571) 272-0616. The fax phone number for the 
organization where this application or proceeding is assigned is (571) 273-8300. 



Application/Control Number: 10/667,570 
Art Unit: 1618 



Page 14 



Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov . Should you have any questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

/Humera N. Sheikh/ 

Primary Examiner, Art Unit 1618 

hns 

May 15, 2008 



